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1. Creation of a Homology Model

The model generated by SWISS-MODEL for 1QON was used in the MD simulations since the gap that was
missing from the original structure was distant from the active site.

GMQE =0.91
QMEAN =-0.83

Figure S1. Homology model built for IQON. Green is the original structure and red represents the loop that was generated
by SWISS-MODEL. In orange is the ligand molecule (compound 1). GMQE - Global Model Quality Estimation, is expressed
between 0 and 1 with a higher number meaning higher reliability. QMEAN - provides an estimate of the "degree of
nativeness" of the structural features observed in the model. A value of QMEAN around zero indicate a good agreement
between the model and experimental structure.
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Figure S2. Protein and ligand RMSD (A) of the AChE and OBP - ligand complexes.
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Figure S3. Percentage of the potential solvent accessible surface area of the ligands that is buried by the protein targets
evaluated.

Number of Hydrogen Bonds formed with AChE and OBP1
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Figure S4. Number of ligand-target hydrogen bonds formed during the simulations for compound 1 when complexed
with AChE and OBP.



Figure S5. Normalized absorption and fluorescence emission (excitation at 280 nm) spectra of compound 1 in ethanol

2. Encapsulation studies
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Figure S6. Examples of size distributions of compound-loaded liposomes obtained from DLS measurements.

Figure S7. Cumulative release (for 24 h) of compound 1 from liposomes of Egg-PC:Cholesterol (left) and DOPG (right)
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liposomes fitted to the first-order kinetic model.
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Figure S8. Cumulative release (for 72 h) of compound 1 from liposomes of Egg-PC:Cholesterol.
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Figure S9. Viability of 5f9 and HaCaT cells exposed to drug-free liposomes (6.25 — 100 pug/mL), medium (control). Cells
were incubated for 72 h, after which viability was evaluated.



